Introduction The primary aim was to assess and compare the total costs (direct health care costs and indirect costs due to loss of production) after early mobilization versus plaster immobilization in patients with a simple elbow dislocation. It was hypothesized that early mobilization would not lead to higher direct and indirect costs. Materials and methods This study used data of a multicenter randomized clinical trial (FuncSiE trial). From August 25, 2009 until September 18, 2012, 100 adult patients with a simple elbow dislocation were recruited and randomized to early mobilization (immediate motion exercises; n = 48) or 3 weeks plaster immobilization (n = 52). Patients completed questionnaires on health-related quality of life [EuroQoL-5D (EQ-5D) and Short Form-36 (SF-36 PCS and SF-36 MCS)], health care use, and work absence. Follow-up was 1 year. Primary outcome were the total costs at 1 year. Analysis was by intention to treat. Results There were no significant differences in EQ-5D, SF-36 PCS, and SF-36 MCS between the two groups. Mean total costs per patient were €3624 in the early mobilization group versus €7072 in the plaster group (p = 0.094). Shorter work absenteeism in the early mobilization group (10 versus 18 days; p = 0.027) did not lead to significantly lower costs for loss of productivity (€1719 in the early mobilization group versus €4589; p = 0.120). Conclusion From a clinical and a socio-economic point of view, early mobilization should be the treatment of choice for a simple elbow dislocation. Plaster immobilization has inferior results at almost double the cost.
Introduction
The elbow is the second most commonly dislocated joint in adults and mostly occurs in young and active persons, thus affecting the working population [1] [2] [3] . A simple elbow dislocation (no associated fractures) is a disabling injury which causes considerable pain and loss of range of motion in the short term, which impedes the ability to perform daily activities such as work [4] .
Previous studies suggested that early mobilization may give superior functional results [5] [6] [7] [8] [9] [10] [11] . The FuncSiE trial compared clinical outcome of early mobilization and plaster immobilization in patients with a simple elbow dislocation. The results of this study showed that early mobilization resulted in earlier recovery of elbow function and work resumption [12] .
These results justify the design of a treatment guideline advocating early mobilization from a clinical point of view. However, there are no high-quality studies that report the burden of simple elbow dislocations on direct and indirect health care costs, let alone to what extent early mobilization would be able to reduce these costs. We performed a cost analysis of the FuncSiE randomized controlled trial to assess the direct and indirect costs and the cost-effectiveness of early mobilization versus plaster immobilization in patients with a simple elbow dislocation. It was hypothesized that early mobilization would not lead to higher costs.
Materials and methods

Settings and participants
This cost analysis used data of a multicenter randomized clinical trial comparing early mobilization with plaster immobilization in patients after a simple elbow dislocation (FuncSiE trial). The trial is registered at the Netherlands Trial Register (NTR2025). The results of this study and the study protocol can be read elsewhere [12, 13] . The study was approved by the Medical Research Ethics Committee. All patients gave written informed consent.
Adult patients (aged 18 years or older) with a simple elbow dislocation were recruited from August 25, 2009 until September 18, 2012. Polytraumatized patients, patients with recurrent or open dislocation, additional traumatic injuries of the affected arm, an indication for surgical intervention, impaired elbow function pre-trauma, previous surgery or fractures involving the elbow, or expected problems with maintaining follow-up were excluded.
Randomization and masking
Patients were randomly assigned to receive early mobilization (early active movements within the limits of pain, started immediately after closed reduction as tolerated) or plaster immobilization (immobilization in a long arm cast for 3 weeks followed by movements within the limits of pain). In both groups, mobilization was supervised by a physical therapist following a guideline that was designed for this study. Further details concerning the randomization procedure and both interventions can be read in the original article and the study protocol [12, 13] .
Assessments and follow-up
Data were obtained during out-patient visits at 1, 3 and 6 weeks, and at 3, 6, and 12 months after randomization. During these visits, patients completed questionnaires concerning health-related quality of life and a health care consumption questionnaire. This questionnaire included questions on the number of visits to the physical therapist, general practitioner, and medical specialist, admission to hospital, rehabilitation center or nursing home, medication use, and the use of home care. The questionnaire also included questions concerning work absenteeism and resumption. Questionnaire data were supplemented with data from the patients' medical files.
The primary outcome measure for this analysis was total costs, consisting of direct costs (i.e., costs for treatment and intramural care) and indirect costs (i.e., costs for lost production). Secondary outcome measures included the health-related quality of life using the EuroQol-5D (EQ-5D) [14] and Short Form-36 (SF-36), which are both validated [15] . The use of the EQ-5D is recommended for assessing quality of life in trauma patients especially for economic assessments [16, 17] . The scores for the physical and mental components of the SF-36 were converted to a norm-based score and compared with the norms for the general population of the United States [15] . As there were no significant differences in quality of life scores between the two groups at 1 year, no cost-effectiveness and cost-utility ratio could be calculated. Therefore, a cost-minimization analysis was performed.
Cost measurement
The total direct and indirect costs of both treatments were analyzed from a societal perspective and included: (1) inhospital care costs which were subdivided into costs for the primary intervention, costs during follow-up, and costs for diagnosis and treatment of adverse events; (2) out of hospital care costs for rehabilitation; and (3) indirect costs due to productivity loss. Costs were calculated by multiplying the volumes with the corresponding unit prices (Table 1) . Hospital costs for the primary intervention and costs during follow-up consisted of fixed and variable costs. As no patients were admitted to a nursing home or rehabilitation clinic, these costs were zero for all patients. Lost productivity was represented by the hours of work absence.
The costs for use of the operating room included cost for personnel, anesthesia (not including the wage of the anesthesiologist), and overhead costs. An estimation of these costs was made by calculating the means of the fixed cost prices, which were derived from four participating hospitals (one academic and three regional hospitals). Cost prices for other health care resources were derived from the Dutch manual on cost research [18] . Unit costs for all diagnostic procedures were derived from the Dutch Health Care Authority (NZa, Nederlandse Zorgautoriteit). Medication costs were calculated using standard unit prices as described by the CVZ (College voor zorgverzekeringen, Health Care Insurance Board; online available at https ://www.medic ijnko sten. nl). Indirect costs due to productivity loss were calculated using the friction cost method, which assumes that initial production levels restore after some period of adaption, taking economic circumstances into account [19] .
Statistical analysis
Analyses were performed using the Statistical Package for the Social Sciences (SPSS) version 21 (IBM Corp. Released 2011. IBM SPSS Statistics for Windows, Armonk, NY, USA). The FuncSiE trial was designed to enroll 100 patients. The sample size calculation was performed from a clinical perspective, and is published elsewhere [12, 13] .
Analysis was by intention to treat and all statistical tests were two-sided. Missing data were not imputed. Chi-squared analysis was used for statistical testing of categorical data. Univariate analysis of continuous data was done using a Mann-Whitney U test (non-parametric data) or a Student's T test (parametric data). p values < 0.05 were regarded as statistically significant. Accelerated bootstrapping was used for pairwise comparison of the mean differences in all hospital costs, out of hospital costs, indirect costs and total costs between the two treatment groups. The number of replications was chosen to be 1000.
SF-36 and EQ-5D were repeatedly measured over time, and were compared between treatment groups using linear mixed-effects regression models. These multilevel models included random effects for the intercepts of the regression model and time coefficient of individual patients. Since the outcome measures were not linearly related with time, the time points were entered as factor. The models included fixed effects for treatment group, involvement of the dominant side, and gender. The effect of age was non-significant in all models and age was therefore not included. The interaction between treatment group and time was included in the model to test for differences between the groups over time (i.e., differences in recovery time). For each follow-up moment, the estimated marginal mean of the EQ-5D utility score and the SF-36 physical component summery (PCS) and mental component summery (MCS) scores were computed per treatment group and compared post hoc using a Bonferroni test to correct for multiple testing. Absence of overlap in the 95% confidence interval around the marginal means was regarded as significant at p < 0.05.
Results
Of the hundred patients enrolled, 48 were assigned to early mobilization and 52 to plaster immobilization ( Fig. 1 ). All patients received the allocated treatment. At 1 year followup, complete cost data were available for 99 patients; one patient in the plaster group was lost to follow-up after 6 months. Apart from a relative predominance of patients with an affected dominant side in the early mobilization group, randomization resulted in similar baseline and injury characteristics in the two groups ( Table 2) .
Quality of life
No statistically significant differences in health-related quality of life measured with the EQ-5D and SF-36 between the two groups were noted throughout the 1-year followup (Table 3 ). The EQ-5D was consistently between 0.82 and 0.89 during follow-up. The SF-36 PCS varied between 42 and 53 and the SF-36 MCS varied between 55 and 59 throughout the whole follow-up. Both component summary scores remained within the population norm of 50 ± 10 (SD) points, and were independent of treatment.
Health care costs
Total costs and costs per category are shown in Table 4 and Fig. 2 . The mean total costs per patient were €3624 (95% confidence interval (CI) 1966-5281) in the early mobilization group versus €7072 (95% CI 3444-10,701) in the plaster group. Although early mobilization was €3449 less expensive than plaster immobilization, this difference was not statistically significant (p = 0.094).
The costs for the primary intervention were €551 (95% CI 510-591) in the early mobilization group versus €856 (95% CI 551-1161) in the plaster immobilization group (p = 0.058). Due to the identical, protocolled follow-up, there was no difference in the follow-up costs; €382 (95% CI 349-415) in the early mobilization group versus €399 (95% CI 364-434) in the plaster group (p = 0.481). Details concerning adverse events are shown in Table 5 . Adverse events occurred in five patients in the early mobilization group versus seven patients in the plaster immobilization group. Costs for diagnosis and treatment of adverse events were €166 (95% CI − 147 to 478) in the early mobilization group versus €263 (95% CI − 153 to 678) in the plaster immobilization group (p = 0.712). The main determinant in the costs for adverse events were costs for surgery. This applied to three patients, one in the early mobilization group (€4744) versus two in the plaster immobilization group (€3007 and €1687). The out of hospital costs during follow-up and rehabilitation were €806 (95% CI 465-1147) in the early mobilization group versus €966 (95% CI 660-1271) in the plaster group (p = 0.483). These costs were mainly due to physical therapy (€738 versus €808; p = 0.693; data not shown). This can be explained by the fact that most patients in both groups attended physical therapy to some degree. 
Productivity loss
Work absenteeism did not differ significantly between both groups, although the early mobilization group reported slightly less absenteeism (69% versus 78%; p = 0.572; Table 6 ). Patients who were treated with early mobilization resumed work 8 days sooner than did patients that were treated with plaster immobilization (10 versus 18 days; p = 0.027). The associated mean costs for lost productivity in the total study population were €1719 (95% CI 465-2974) in the early mobilization group versus €4589 (95% CI 1258-7920) in the plaster group. Despite the large difference of €2870 in favor of early mobilization, this did not reach statistical significance (p = 0.120). When considering only patients that reported sick, the mean costs for productivity loss per absentee were €3751 (95% CI 1174-6329) in the early mobilization group and €9546 (95% CI 2955-16,137) in the plaster group (p = 0.115).
Discussion
The FuncSiE trial already showed that patients following a simple elbow dislocation demonstrate earlier recovery of elbow function when treated with early mobilization compared with plaster immobilization. As a consequence, early mobilized patients were able to resume work 8 days earlier.
Current data demonstrated that health-related quality of life at 1 year was similar in both groups. Early mobilization showed a consistent trend towards being a less expensive treatment than plaster immobilization for all cost categories studied, yet the difference did not reach statistical significance. Surprisingly, there was also no statistically significant difference in costs for physical therapy between the two groups, despite earlier recovery of elbow function in patients that were treated with early mobilization. This could be explained by the fact that both groups received physical therapy according to an identical treatment protocol. Therefore, these data do not allow to reliably answer the questions whether earlier functional recovery after early mobilization consequently leads to less physical therapy in terms of frequency and duration and whether in that way a reduction in care costs might be realized.
Comparison with other studies
The only recent study on this subject is a retrospective study, which reported the direct healthcare costs of simple elbow dislocations [20] . They divided all patients into three groups according to duration of plaster immobilization (I: < 2 weeks, n = 26, II: 2-3 weeks; n = 27 and III: > 3 weeks; n = 14). They concluded that the length of elbow immobilization did not influence the medical costs. The median direct costs for a simple elbow dislocation in their population were €1375, whereas this was €1904 and €2483 (early mobilization and plaster, respectively) in our study population. Their retrospective study design could explain this difference, as certain cost categories are almost impossible to collect from hospital charts only, which inevitably introduced bias. Another explanation for higher direct costs in our study could be that patients in our study had a protocolled followup period of 1 year. This implied that patients visited the out-patient clinic even when the elbow was considered as completely recovered, leading to costs that would otherwise not have been made. No studies report the indirect costs due to productivity loss as a result of simple elbow dislocations.
Strengths and limitations
The most important drawback of this study concerns the absence of significance in the substantial differences between costs in both groups. This was mainly caused by the fact that only three patients underwent surgery as a result of adverse events. This led to excessive total costs for these patients compared with patients who healed uneventfully. These outliers caused considerable variation in costs which could falsely have led to the conclusion that the study lacked power. Moreover, the sample size calculation of the trial Unfortunately, these data did not allow to calculate the cost-effectiveness and cost-utility ratio of early mobilization, as there was no statistically significant difference in health-related quality of life at 1-year follow-up between both groups. On the other hand, there is no relevance in performing a cost-effectiveness or cost-utility analysis for a treatment that leads to earlier functional recovery at almost half the costs per patient (€3449 less expensive).
A strength of this study is the data completeness. All data were prospectively collected during the entire rehabilitation process, thus giving a truthful reflection of the actual total costs following a simple elbow dislocation. The incidence rate of elbow dislocations in the Netherlands is 5.6 (per 100,000 person years) [2] . The difference of €3449 in total costs was not statistically significant, but changing treatment protocols for simple elbow dislocations could, in the current Dutch population (16.8 million persons, source: https ://www.cbs.nl/nl-NL/menu/cijfe rs/defau lt.htm, last update April 2014), reduce the care costs by at least 3.2 million euro per year, supporting the societal relevance of early mobilization.
Conclusion
The results of this study show that early mobilization of adult patients with a simple elbow dislocation leads to earlier resumption of activities of daily living and work, which might reduce costs by approximately 50%. The results of the FuncSiE trial provided clinical evidence supporting early mobilization after simple elbow dislocations. Current analysis proved that early mobilization should also be the treatment of choice for this injury from a socio-economic point of view.
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